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stratification variable (anti-TNF agents (yes/no). The interim test is a 2-sided test (P=0.003),
meaning that the trial can be stopped if there is overwhelming evidence of efficacy or
overwhelming evidence of inefficacy. Further details are provided in the DSMB charter for this
study.

The protocol V S H F L-éphehlifdg for the prospectively plan interim analysis is 0.003. All tests at
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consider subjects with missing 26 week assessments to not be in a state of remission at 26 weeks.

Regarding the interim efficacy (or inefficacy) of the data, recommendations for early termination
will be guided by the Lan-DeMets alpha-spending implementation of O’Brien-Fleming spending
function to determine the test boundaries. The efficacy boundary preserves the overall 2-sided
study alpha level of 0.05. The alpha level at first & second sequential test is 0.003 & 0.049,
respectively.

The DSMB will carefully consider the safety and efficacy interim results and then provide a
recommendation for continuing or stopping the study. The sponsor and all personnel involved in
the conduct of the study will remain blinded to the treatment assigned to each subject. The DSMB
will disseminate interim results in a manner that will protect the scientific and ethical aspects of
the study. The responsibility of the DSMB, the scope of the data to be reviewed, the organization
of the review process, dissemination requirements and procedures are described in DSMB
charter.

6.8 Changes to Statistical Analysis Methods Planned in the Protocol

Changes to planned analyses from the protocol will be incorporated in the SAP, if they occur
before the unblinding of the database.

7. ADDITIONAL OTHER EXPLOATORY ANALYSES
Other exploratory subgroup analyses to characterize safety and efficacy activities of HRB-104

versus placebo may be conducted. These additional exploratory analyses will be decided at the
time of final data analysis.
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8. TABLES, LISTINGS, AND FIGURES

The intended layouts for unique summary tables, listings, and figures (TLFs) are presented in a
separate document. However, it may be necessary to change the table layouts, as appropriate,
upon review of the data available without modifying the SAP text.

8.1 Tables, Listings and Graphs (TLFs) for Study Report

List of Tablesand Graphs:

Table Number | Title

Analysis Populations and Disposition

Table 14.1.1.1 Subject Disposition: All Enrolled Subjects

Table 14.1.1.2 Major Protocol Deviations: Intent-to-Treat Population

Table 14.1.1.3 Major Protocol Deviations: Safety Population (if different from ITT)

Demographics and Baseline Characteristics

Table 14.1.2.1 Demographics and Baseline Characteristics: Intent-to-Treat Population

Table 14.1.2.2 ITT)

Demographics and Baseline Characteristics: Safety Population (if different from

Table 14.1.2.3 Vital Signs at Baseline: Intent-to-Treat Population

Table 14.1.2.4 Physical Examination at Baseline: Intent-to-Treat Population

Medical History
Table 14.1.3.1 Crohn's Disease History: Intent-to-Treat Population
Table 14.1.3.2 Crohn’s Disease Prior Treatments: Intent-to-Treat Population

Prior and Concomitant Medications

Table 14.1.4.1 Prior Medications Use: Intent-to-Treat Population

Table 14.1.4.2 Concomitant Medications Use: Intent-to-Treat Population

Table 14.1.4.3 Prior anti-TNF Agents Use: Intent-to-Treat Population

Table 14.1.4.4 Crohn’s Disease Concomitant Medications Use: Intent-to-Treat Population

Table 14.1.4.5 Prior Steroids Use: Intent-to-Treat Population

Table 14.1.4.6 Concomitant Steroids Use: Intent-to-Treat Population

Table 14.1.4.7 Crohn’s Disease Concomitant Steroids Use: Intent-to-Treat Population

Table 14.1.4.8 Prior Immunomodulators Use: Intent-to-Treat Population

Table 14.1.4.9 Concomitant Immunomodulators Use: Intent-to-Treat Population

Treatment Exposure and Compliance

Table 14.1.5.1 Study Drug Exposure: Intent-to-Treat Population

Table 14.1.5.2 Treatment Compliance: Intent-to-Treat Population

Primary Efficacy Endpoint

Table 14.2.1.1 | Primary Objective — Remission Week 26: Intent-to-Treat Population
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Table 14.2.1.2

Sensitivity Analysis: Remission Week 26: Modified intent-to-Treat Population

Table 14.2.1.3

Sensitivity Analysis: Remission Week 26: Per-protocol Population

Table 14.2.1.4

Sensitivity Analysis: Remission Week 26: Completers Analysis (Observed
Cases)

Table 14.2.1.5

Exploratory: Remission Week 26 by Treatment Group for Each Baseline
Subgroup from Logistic Regression analysis: Intent-to-Treat Population

Figure 14.2.1.1

Exploratory: Remission Week 26 Forest Plots by Treatment Group for Each
Baseline Subgroup Analysis: Intent-to-Treat Population

Key Secondary E

fficacy Endpoints

Table 14.2.2.1.1

Response Week 26: Intent-to-Treat Population

Table 14.2.2.1.2

Sensitivity Analysis - Response Week 26: Modified Intent-to-Treat Population

Table 14.2.2.1.3

Sensitivity Analysis - Response Week 26: Per-protocol Population

Table 14.2.2.1.4

Sensitivity Analysis - Response Week 26: Completers Analysis (Observed
Cases)

Table 14.2.2.1.5

Exploratory: Response Week 26 by Treatment Group for Each Baseline
Subgroup from Logistic Regression analysis: Intent-to-Treat Population

Figure 14.2.2.1.1

Exploratory: Response Week 26 Forest Plots by Treatment Group for Each
Baseline Subgroup Analysis: Intent-to-Treat Population

Table 14.2.2.1.6

Sensitivity Analysis — Mixed Model Repeat Measures (MMRM) of CDAI Score:
Intent-to-Treat Population

Table 14.2.2.1.7

Sensitivity Analysis — Mixed Model Repeat Measures (MMRM) of CDAI Score
Change from Basleine: Intent-to-Treat Population

Table 14.2.2.1.8

Sensitivity Analysis — Negative Binomial Generalized Model Analysis of CDAI
Remission: Intent-to-Treat Population

Table 14.2.2.1.9

Sensitivity Analysis — Poisson Generalized Model Analysis of CDAI Remission:
Intent-to-Treat Population

Figure 14.2.2.1.6

Sensitivity Analysis — Mixed Model Repeat Measures (MMRM) of CDAI Score
— Plot of Least Square Mean CDAI Score with 95% CI over time: Intent-to-Treat
Population

Table 14.2.2.2.1

Remission Week 52: Intent-to-Treat Population

Table 14.2.2.2.2

Sensitivity Analysis - Remission Week 52: Modified Intent-to-Treat Population

Table 14.2.2.2.3

Sensitivity Analysis - Remission Week 52: Per-protocol Population

Table 14.2.2.2.4

Sensitivity Analysis - Remission Week 52: Completers Analysis (Observed
Cases)

Table 14.2.2.2.5

Exploratory: Remission Week 52 by Treatment Group for Each Baseline
Subgroup from Logistic Regression analysis: Intent-to-Treat Population

Figure 14.2.2.2.1

Exploratory: Remission Week 52 Forest Plots by Treatment Group for Each
Baseline Subgroup Analysis: Intent-to-Treat Population

Table Durable (Sustained) Remission Week 26 through Week 52: Intent-to-Treat
142.2.3.1.1 Population

Table Complementary Analysis: Proportion of subjects that maintained durable
14.2.2.3.1.2 remission atleast RXW RI WKH YLVLWYV DVVHVVHG
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remission) week 26 through week 52: Intent-to-Treat Population

Table 14.2.2.3.2

Sensitivity Analysis — Durable Remission Week 26 through Week 52: Modified
Intent-to-Treat Population

Table 14.2.2.3.3

Sensitivity Analysis — Durable Remission Week 26 through Week 52: Per-
protocol Population

Table 14.2.2.3.4

Sensitivity Analysis - Durable Remission Week 26 through Week 52:
Completers Analysis (Observed Cases)

Table 14.2.2.3.5

Exploratory: Durable Remission Week 26 through Week 52 by Treatment Group
for Each Baseline Subgroup from Logistic Regression analysis: Intent-to-Treat
Population

Figure 14.2.2.3.1

Exploratory: Durable Remission Week 26 through Week 52 Forest Plots by
Treatment Group for Each Baseline Subgroup Analysis: Intent-to-Treat
Population

Table 14.2.2.4.1

Early Remission Week 16: Intent-to-Treat Population

Table 14.2.2.4.2

Sensitivity Analysis — Early Remission Week 16: Modified Intent-to-Treat
Population

Table 14.2.2.4.3

Sensitivity Analysis - Early Remission Week 16: Per-protocol Population

Table 14.2.2.4.4

Sensitivity Analysis - Early Remission Week 16: Completers Analysis
(Observed Cases)

Table 14.2.2.4.5

Exploratory: Early Remission Week 16 by Treatment Group for Each Baseline
Subgroup from Logistic Regression analysis: Intent-to-Treat Population

Figure 14.2.2.4.1

Exploratory: Early Remission Week 16 Forest Plots by Treatment Group for
Each Baseline Subgroup Analysis: Intent-to-Treat Population

Table 14.2.2.5.1

Steroid Free Remission Week 52: Intent-to-Treat

Table 14.2.2.5.2

Sensitivity Analysis — Steroid Free Remission Week 52: Modified Intent-to-Treat
Population

Table 14.2.2.5.3

Sensitivity Analysis - Steroid Free Remission Week 52: Per-protocol Population

Table 14.2.2.5.4

Sensitivity Analysis - Steroid Free Remission Week 52: Completers Analysis

Table 14.2.2.5.5

Exploratory: Steroid Free Remission Week 52by Treatment Group for Each
Baseline Subgroup from Logistic Regression analysis: Intent-to-Treat Population

Figure 14.2.2.5.1

Exploratory: Steroid Free Remission Week 52 Forest Plots by Treatment Group
for Each Baseline Subgroup Analysis: Intent-to-Treat Population

SupportivéSupplementary EndpointsTime-to-Event Endpoints

Table 14.2.3.1.1

Time to Remission: Intent-to-Treat Population

Table 14.2.3.1.2

Duration of Remission: Intent-to-Treat Population

Table 14.2.3.1.3

Time to Response: Intent-to-Treat Population

Table 14.2.3.1.4

Duration of Response: Intent-to-Treat Population

Figure 14.2.3.1.1

Time to Remission Kaplan Meir Survival Curve: Intent-to-Treat Population

Figure 14.2.3.1.2

Duration of Remission Kaplan Meir Survival Curve: Intent-to-Treat Population

Figure 14.2.3.1.3

Time to Response Kaplan Meir Survival Curve: Intent-to-Treat Population

Figure 14.2.3.1.4

Duration of Response Kaplan Meir Survival Curve: Intent-to-Treat Population

SupportivéSupplementary EndpointsRemission and Response Endpoints
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;Fit;lz 211 Sustained Remission Week 16 through Week 52: Intent-to-Treat Population
Table Complementary Analysis: Proportion of subjects that maintained durable
1423212 UHPLVVLRQ DW OHDVW RXW RI WKH YLVLWY DVVHV

remission) week 16 through week 52: Intent-to-Treat Population

Table 14.2.3.2.2

Early Response Week 16: Intent-to-Treat Population

Table 14.2.3.2.3

Response week 52: Intent-to-Treat Population

SupportivéSupplementary EndpointsEndoscopic Assessment

Table 14.2.3.3.1

Baseline and Change from Baseline to Weeks 26 in CDEIS Scores: Intent-to-
Treat Population

Table 14.2.3.3.2

Baseline and Change from Baseline to Weeks 26 in SES-CD Scores: Intent-to-
Treat Population

Table 14.2.3.3.3

Endoscopic Remission based on CDEIS score week 26: Intent-to-Treat
Population

Table 14.2.3.3.4

Endoscopic Remission based on SES-CD scores: Intent week 26-to-Treat
Population

Table 14.2.3.3.5

Shift from Remission to No Remission and Vice Versa based on CDEIS scores
Week 26 by Treatment Group: Intent-to-Treat Population

Table 14.2.3.3.6

Shift from Remission to No Remission and Vice Versa based on SES-CD scores
Week 26 by Treatment Group: Intent-to-Treat Population

Table 14.2.3.3.7

Endoscopic Response: 50% reduction in CDEIS scores from baseline to week 26:
Intent-to-Treat Population

Table 14.2.3.3.8

Endoscopic Response: 50% reduction in SES-CD scores from baseline to week
26: Intent-to-Treat Population

Table 14.2.3.3.9

Endoscopic Response: 25% reduction in CDEIS scores from baseline week 26:
Intent-to-Treat Population

Table Endoscopic Response: 25% reduction in SES-CD scores from baseline week 26:
14.2.3.3.10 Intent-to-Treat Population
ijzl‘; 31 Correlations CDEIS, SES-CD & CDAI Week 26: Intent-to-Treat Population

Figure 14.2.3.3.1

Scatter Plot: CDEIS Total Score vs. CDAI Total score baseline, weeks 26:
Intent-to-Treat Population

Figure 14.2.3.3.2

Scatter Plot: SES-CD Total Score vs. CDAI Total score baseline, weeks 26:
Intent-to-Treat Population

SupportivéSupplementary Endpointdnflammation Assessment

Table 14.2.3.4.1

Summary Serum Marker of Inflammation (CRP) Level: Intent-to-Treat
Population

Table 14.2.3.4.2

Summary Stool Marker of Inflammation Level - Fecal calprotectin: Intent-to-
Treat Population

Table 14.2.3.4.3

Proportion of subjects with CRP Marker of Inflammation Normal/High by Visit
by Treatment : Intent-to-Treat Population

Table 14.2.3.4.4

Proportion of subjects with Fecal calprotectin Normal/High by Visit by
Treatment : Intent-to-Treat Population

Table 14.2.3.4.5

Shift in Serum Marker of Inflammation (CRP) Status Normal/High Baseline to
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Week 26t and Week 52: Intent-to-Treat Population

Table 14.2.3.4.6

Shift in Stool Marker of Inflammation (Fecal calprotectin) Status Normal/High
Baseline to Week 26 and Week 52 : Intent-to-Treat Population

Figure 14.2.3.4.1

Scatter Plot: CRP vs. CDAI Total score baseline, weeks 26 & 52: Intent-to-Treat
Population

Figure 14.2.3.4.2

Scatter Plot: Fecal calprotectin vs. CDAI Total score baseline, weeks 26 & 52:
Intent-to-Treat Population

SupportivéSupplementary EndpointQuality of Life Assessment

Table 14.2.3.5.1

Short Form (SF-36) questionnaire total score and domain scores at Baseline,
Week 26 and Week 52: Intent-to-Treat Population

Table 14.2.3.5.2

Inflammatory Bowel Disease Questionnaire (IBDQ) Score at Baseline, Week 26
and Week 52: Intent-to-Treat Population

Figure 14.2.3.5.1

Bar Graphs of SF-36 Total Score and Domain Scores at Baseline, 26 and 52
Weeks by treatment group: Intent-to-Treat Population

Figure 14.2.3.5.2

Bar Graphs of IBDQ Score at Baseline, 26 and 52 weeks by Treatment group:
Intent-to-Treat Population

Exploratory End

oints MAP Detection

Table 14.2.4.1.1

Baseline and Change in MAP Blood PCR Assay Status After Weeks 26 and 52:
Intent-to-Treat Population

Table 14.2.4.1.2

Baseline and Change in Blood Culture Status After Weeks 26 and 52: Intent-to-
Treat Population

Table 14.2.4.1.3

Baseline and Change in MAP Colon Biopsy PCR Assay Status After Weeks 26
and 52: Intent-to-Treat Population

Table 14.2.4.2.1

Shift in MAP Blood PCR Assay Status From Baseline to Weeks 26 and 52:
Intent-to-Treat Population

Table 14.2.4.2.2

Shift in Blood Culture Status From Baseline to Weeks 26 and 52: Intent-to-Treat
Population

Table 14.2.4.2.3

Shift in Colon Biopsy PCR Assay Status From Baseline to Weeks 26 and 52:
Intent-to-Treat Population

Table 14.2.4.3.1

Baseline Correlations Blood PCR Assay, Blood Culture Test, Colon Biopsy PCR
Assay and CDALI: Intent-to-Treat Population

Table 14.2.4.3.2

Week 26 Correlations Blood PCR Assay, Blood Culture Test, Colon Biopsy PCR
Assay and CDALI: Intent-to-Treat Population

Table 14.2.4.3.3

Week 52 Correlations Blood PCR Assay, Blood Culture Test, Colon Biopsy PCR
Assay and CDALI: Intent-to-Treat Population

Figure 14.2.4.1.1

Scatter Plot: Blood PCR Assay Level vs. CDAI Total score baseline, weeks 26
& 52: Intent-to-Treat Population

Figure 14.2.4.1.2

Scatter Plot: Blood Culture Test vs. CDAI Total score baseline, weeks 26 & 52:
Intent-to-Treat Population

Figure 14.2.4.1.3

Scatter Plot: Colon Biopsy PCR Assay vs. CDAI Total score baseline, weeks 26
& 52: Intent-to-Treat Population

Exploratory Endpoints: General Other Endpoints

Table 14.2.5.1

| Proportion of subjects tapered off steroids in each treatment arm by Visit Time
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Points Post Baseline

Table 14.2.5.2

Summary Tissue Levels of Active Agents of RHB-04 in Colon Biopsy Samples
by Visit Sample Time-Points Post-baseline

Adverse Events

Table 14.3.1.1

Adverse Events Incidence Summary: Safety Population

Table 14.3.1.2

Treatment-Emergent Adverse Events by System Organ Class and Preferred
Term: Safety Population

Table 14.3.1.3

Treatment-Emergent Adverse Events by System Organ Class, Preferred Term,
and Relationship to Study Medication: Safety Population

Table 14.3.1.4

Treatment-Emergent Adverse Events by System Organ Class, Preferred Term,
and Maximum Severity: Safety Population

Table 14.3.1.5

Treatment-Emergent Adverse Events Leading to Study Discontinuation by
System Organ Class and Preferred Term: Safety Population

Table 14.3.1.6

Treatment-Emergent Serious Adverse Events by System Organ Class and
Preferred Term: Safety Population

Table 14.3.1.7

Treatment-Emergent Serious Adverse Events by System Organ Class, Preferred
Term, and Maximum Relationship to Study Drug: Safety Population

Table 14.3.2.1

Listing of Subjects with Adverse Events that Led to Death: Safety Population

Table 14.3.2.2

Listing Subjects with Treatment-Emergent Serious Adverse Events: Safety
Population

Table 14.3.2.3

Listing Subjects with Adverse Events that Led to Study Discontinuation or Study
Drug Interruption: Safety Population

Table 14.3.2.4

Listing of Subjects with Treatment-Emergent Adverse Events Related to Study
Drug: Safety Population

Table 14.3.2.5

Listing of Deaths: Safety Population

Labs Assessments

Table 14.3.4.1

Biochemistry Laboratory Data — Observed and Change from Baseline: Safety
Population

Table 14.3.4.2

Biochemistry Laboratory Data — Shift from Baseline: Safety Population

Table 14.3.4.3

Hematology Laboratory Data — Observed and Change from Baseline: Safety
Population

Table 14.3.4.4

Hematology Laboratory Data — Shift from Baseline: Safety Population

Table 14.3.4.5

Urinalysis Laboratory Data — Observed and Change from Baseline: Safety
Population

Table 14.3.4.6.1

Urinalysis Laboratory Data — Shift from Baseline — Numerical Tests: Safety
Population

Table 14.3.4.6.2

Urinalysis Laboratory Data — Shift from Baseline — Categorical Tests: Safety
Population

Other Safety Assessments

Table 14.4.1

Vital Signs — Observed and Change from Baseline to Weeks 26 and 52: Safety
Population

Table 14.4.2

Uveitis Assessment at Baseline, Week 26 and Week 52: Safety Population
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Listings:

Listing Number

Title

Listing 16.2.1.1

Subject Disposition and End of Participation in the Trial: Intent-to-Treat
Population

Listing 16.2.1.2

Inclusion and Exclusion Criteria: Intent-to-Treat Population

Listing 16.2.2.1

Major Protocol Deviations: Intent-to-Treat Population

Listing 16.2.2.2

Analysis Populations: Intent-to-Treat Population

Listing 16.2.3.1

Subjects Excluded from Efficacy Analysis

Listing 16.2.4.1

Demographics and Baseline Disease Characteristics: Intent-to-Treat
Population

Listing 16.2.4.2

Crohn's Disease History: Intent-to-Treat Population

Listing 16.2.4.3

Medical History (excluding Crohn's disease): Intent-to-Treat Population

Listing 16.2.4.4

Surgical History of Crohn's disease: Intent-to-Treat Population

Listing 16.2.4.5

Prior anti-TNF Agents Use: Intent-to-Treat Population

Listing 16.2.4.6

Prior Alcohol Consumption and Tobacco Use: Intent-to-Treat Population

Listing 16.2.4.7

Prior and Concomitant Medications Use: Intent-to-Treat Population

Listing 16.2.4.8

Prior and Concomitant Steroids Use: Intent-to-Treat Population

Listing 16.2.4.9

Crohn’s Disease Prior and Concomitant Medications: Intent-to-Treat
Population

Listing 16.2.4.10

Concomitant Procedures: Intent-to-Treat Population

Listing 16.2.5.1

Drug Exposure and Compliance: Intent-to-Treat Population

Listing 16.2.6.1

Crohn’s Disease Activity Index (CDAI) Score: Intent-to-Treat Population

Listing 16.2.6.2

Remission, Response and Steroid Free by Time On study: Intent-to-Treat
Population

Listing 16.2.6.3

SF-36 Questionnaire Domain and Component Scores: Intent-to-Treat
Population

Listing 16.2.6.4

Inflammatory Bowel Disease Questionnaire (IBDQ) Score: Intent-to-Treat
Population

Listing 16.2.6.5

Inflammation Parameters: Intent-to-Treat Population

Listing 16.2.6.6

MAP Detection (yes/no): Intent-to-Treat Population

Listing 16.2.6.7

Endoscopic Assessment — CDEIS: Intent-to-Treat Population

Listing 16.2.6.8

Endoscopic Assessment — SES-CD: Intent-to-Treat Population

Listing 16.2.6.9

MAP Assessment — Blood PCR Assay

Listing 16.2.6.10

MAP Assessment — Blood Culture

Listing 16.2.6.11

MAP Assessment — Colon Biopsy

Listing 16.2.6.12

Inflammation Assessment — CRP marker

Listing 16.2.6.13

Inflammation Assessment — Fecal calprotectin

Listing 16.2.7.1

Adverse Events: Safety Population

Listing 16.2.8.1

Laboratory Assessments -: Biochemistry: Safety Population

Listing 16.2.8.2

Laboratory Assessments — Hematology: Safety Population

Listing 16.2.8.3

Laboratory Assessments - Urinalysis: Safety Population

Listing 16.2.9.1

Stool Samples - C. Difficile Toxin: Safety Population

Listing 16.2.9.2

Urine Pregnancy Test: Safety Population
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Listing 16.2.9.3

Uveitis Assessment: Safety Population

Listing 16.2.9.4.1

12-Lead ECG (Part 1): Safety Population

Listing 16.2.9.4.2

12-Lead ECG (Part 2): Safety Population

Listing 16.2.9.4.3

12-Lead ECG (Part 3): Safety Population

Listing 16.2.9.5

Vital Signs: Safety Population

Listing 16.2.9.6.1

Physical Examination at Screening: Safety Population

Listing 16.2.9.6.2

Physical Examination Significant Change from Previous Visit: Safety
Population
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